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Methods: Repeated histamine SPTs in the middle of the site for earlier performed histamine SPTs in humans. Calculations of the sizes of photographed wheals. Histamine solutions perfused in isolated rabbit ears. Results: Histamine SPT performed 90 minutes or 6 hours apart from initial histamine SPTs evoked a ring of wheal peripherally around the site of the initial wheal or no wheal at all. The initial wheals had at those times disappeared. Histamine perfusion in isolated rabbit ears indicated first vasoconstriction and after a mean of 17 minutes vasodilatation in postcapillary vessels despite continued histamine perfusion.
Conclusions:
The results indicate that total desensitization of histamine-1 receptors in the wheal is the cause of the colour change in human histamine SPTs and that such desensitization lasts long time. If histamine released at allergen provocations also evokes such a long-lasting desensitization and post-capillary vasodilatation it opens new aspects on vascular events in allergic reactions. We recently found that hypoxia-inducible factor 1 (HIF-1) plays a crucial role in the pro-allergic functions of human basophils by transcriptional control of energy metabolism via glycolysis as well as directly triggering the expression of the angiogenic cytokine vascular endothelial growth factor (VEGF). Here, we investigated whether there is an overarching principle of HIF-1 involvement in controlling the synthesis of angiogenic and inflammatory cytokines from various human effector cells stimulated by IgEdependent or innate immune triggers. Methods: LAD2 human mast cells, 1 primary human basophils, and THP-1 human myeloid cells were used for investigations of FceRI and Toll-like receptor (TLR) ligand-induced responses. Quantitative real-time PCR, Western blot analysis, ELISA, fluorometry, luminometry and fluorescence microscopy were used to run the assays. Results: In contrast to basophils, LAD2 mast cells expressed high background levels of HIF-1a, which was largely independent of the effects of stem cell factor (SCF). 2 Both mast cells and basophils expressed TLR2 and 4, albeit weakly compared to THP-1 cells. Cytokine production in mast cells following TLR ligand stimulation was markedly reduced by HIF-1a knockdown in LAD2 mast cells. In contrast, although HIF-1 is involved in IgEmediated IL-4 secretion from basophils, it was not clearly induced by the TLR2 ligand PGN. Conclusions: HIF-1a accumulation is fundamentally important for sustaining human allergic effector cell survival and function. This transcription complex facilitates the generation of both pro-angiogenic and inflammatory cytokines in mast cells but has a differential role in basophil stimulation comparing IgE-dependent triggering with innate immune stimuli.
Katsuhisa Ikeda, MD. Otorhinolaryngology, Juntendo University Faculty of Medicine, Tokyo, Japan. Background: Nasal polyps of chronic rhinosinusitis (CRS) are characterized by epithelial damage, basement membrane thickness and subepithelial fibrosis. The fibroblast, one of the main cell types making up nasal polyps, is thought to be a target cell of various cytokines. The role of IL-17A in immunoresponse in the nasal poly fibroblast has not yet elucidated. Methods: Subcultured fibroblasts were established from human polyp biopsy tissues in addition to normal mucosal membranes of sphenoid sinuses (controls). Results: The IL-17A receptor was expressed at similar levels in all 3 groups. Simultaneous quantification of 27 kinds of cytokines and chemokines in culture supernatants was performed with a human multiplex cytokine assay system. In the eosinophilic group, basal secretion levels of IL-6 were significantly higher than those in the control and non-Eo groups. Basal secretion of MCP-1 in both the non-eosinophilic and eosinophilic groups was also higher than that of the control group. Both IL-9 and G-CSF secretion were remarkably enhanced by IL-17A stimulation in all 3 groups. The receptor-mediated response by IL-17A significantly upregulated IL-6 release alone in the non-eosinophilic and eosinophilic groups as compared with the control group. Only the basic FGF secretion was decreased by stimulation of IL-17A in all groups.
Conclusions: Our results demonstrate for the first time a potentially enhanced secretion of IL-6 and MCP-1 from nasal polyp fibroblasts, and a remarkable upregulation of IL-9 and G-CSF from nasal fibroblasts by IL-17A stimulation, which might contribute to nasal polyp formation and airway remodeling. 2 Immunology & Gnotobiology, Institute of Microbiology, Prague 4, Czech Republic. Background: Inflammatory processes play an important role in development of nasal polyps (NP), but the etiology and to a great degree also the pathogenesis of NP is not known. Several cytokines and chemokines such as eotaxin, IL-3, IL-5, IL-6, IL-8, RANTES may influence development of NP
